£ HEH:CLYSA M zu— 58305y MBI ARERSFN AERA
EHHERABR
AEEERE : SR—9984

Bt (LEYR SRR




R R R R R R
o R R R L ET R R PR PP
FABIES L TRTTHE o veovoeeeemoonenanantnenenetet et et ietateteatatenananatarecacns
[0 R R R R R R R R R
T S T
Zj%j{@k .......................................................................
Figures ........................................................................ b

1. Body weight changes of male rats dosed orally with C. I. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproductive/developmental toxicity screening
test (SR-9984)

2. Food consumption of male rats dosed orally with C.I. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproductive/developmental toxicity screening
test (SR-9984)

3. Body weight changes before gestation period of female rats dosed orally with
C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

4. Body weight changes during gestation period of female rats dosed orally with
C.1. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

5. Body weight changes during lactation period of female rats dosed orally with
C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

6. Food consumption before gestation period of female rats dosed orally with C. I.
Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

7. Food consumption during gestation period of female rats dosed orally with C. L.
Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

8. Food consumption during lactation period of female rats dosed orally with C. I.
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Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)



9.

SR—9984

Body weight changes of pups in the combined repeat dose and reproductive/
developmental toxicity screening test of C. I. Pigment Yellow 53 (PY53) in rats
(SR-9984)
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13.

Experimental design for the combined repeat dose and reproductive/
developmental toxicity screening test of C. 1. Pigment Yellow 53 (PY53) in rats
(SR-9984)

General appearance of male rats dosed orally with C. I. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproductive/developmental toxicity screening
test {SR-9984)

Body weight changes of male rats dosed orally with C. I. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproductive/developmental toxicity screening
test (SR-9984)

Food consumption of male rats dosed orally with C. I. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproductive/developmental toxicity screening
test (SR-9984)

Urinary findings of male rats dosed orally with C.I. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproductive/developmental toxicity screening
test (SR-9984)

Hematological findings of male rats dosed orally with C. 1. Pigment Yellow 53
(PY53) in the combined repeat dose and reproductive/developmental toxicity
screening test (SR-9984)

Biochemical findings of male rats dosed orally with C. I. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproductive/developmental toxicity screening
test (SR-9984)

Gross findings of male rats dosed orally with C.I. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproductive/developmental toxicity screening

test (SR-9984)

Absolute and relative organ weights of male rats dosed orally with C. I. Pigment
Yellow 53 (PY53) in the combined repeat dose and reproductive/ developmental
toxicity screening test (SR-9984)

Histopathological findings of male rats dosed orally with C. I. Pigment Yellow
53 (PY53) in the combined repeat dose and reproductive/ developmental toxicity
screening test (SR-9984)

General appearance of female rats dosed orally with C. I. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproductive/developmental toxicity screening
test (SR-9984) ‘

Body weight changes before gestation period of female rats dosed orally with
C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

Body weight changes during gestation period of female rats dosed orally with
C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)
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Body weight changes during lactation period of female rats dosed orally with
C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

Food consumption before gestation period of female rats dosed orally with C. I.
Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

Food consumption during gestation period of female rats dosed orally with C. L.
Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

Food consumption during lactation period of female rats dosed orally with C. I.
Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

Hematological findings of female rats dosed orally with C.I. Pigment Yellow
53 (PY53) in the combined repeat dose and reproductive/ developmental toxicity
screening test (SR-9984)

Biochemical findings of female rats dosed orally with C. I. Pigment Yellow 53
(PY53) in the combined repeat dose and reproductive/developmental toxicity
screening test (SR-9984)

Gross findings of female rats dosed orally with C. I. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproductive/developmental toxicity screening
test (SR-9984)

Absolute and relative organ weights of female rats dosed orally with C. I. Pigment
Yellow 53 (PY53) in the combined repeat dose and reproductive/ developmental
toxicity screening test (SR-9984)

Histopathological findings of female rats dosed orally with C. I. Pigment Yellow
53 (PY53) in the combined repeat dose and reproductive/ developmental toxicity
screening test (SR-9984)

Reproductive performance in parental rats dosed orally with C. I. Pigment Yellow
53 (PY53) in the combined repeat dose and reproductive/developmental toxicity
screening test (SR-9984)

Pregnancy and litter data of rats dosed orally with C. I. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproductive/developmental toxicity screening
test (SR-9984)

General appearance of pups in the combined repeat dose and reproductive/
developmental toxicity screening test of C. I. Pigment Yellow 53 (PY53) in rats
(SR-9984)

Body weight changes of pups in the combined repeat dose and reproductive/
developmental toxicity screening test of C. I. Pigment Yellow 53 (PY53) in rats
(SR-9984) '

Gross findings of pups in the combined repeat dose and reproductive/
developmental toxicity screening test of C. 1. Pigment Yellow 53 (PY53) in rats
(SR-9984)
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CLEJAbAxo— 53 (PY53) O OCKHREE). 250, 50035 XN 1000 mg/ke % 1 BEMERES
12 PC Crj:CD(SD)IGS T » MZ. HEZ » MIxt U TIIASELRT, RECHIEIR L B4 25 deEt 46
. 87> Mosh UTIE3ARESAT, BB L OMHREIM. 20 NCME 4 B CoO®IM. RER
085 L, MHE~OREREIC LS8, MWHEYM LS FUFERORAEIRIETZE
WZOWTHR L. U TOBEE /.

1. E®REEME

(1)500 3B LT 1000 mg/kg BT, MEREL b —HRREOELE LTEEORA T LIIEBRA(L.
HIRFTR. L LTERONEYRFALCVBEINI, LiL, ZhboZ ki, HLEAT
PYSS RREMEER LI LOTHY, PYSIBREIZL BB LIIEZ bNRI o7,

) HEHL, BHEEBIVCRBETIE. EBREHOMEEL G PY53 BEIZIAEEIRDLN
ol

(3) MR FHIMRER L IR L FHRE TIL, FREFHOMREL S PYS3 BEIZ L D EEIIRD
bIvigboTo,

WBREEERICII. SREBOMEHE L L PYS3BREICLZ2BEBEIRD b edol,

(5) FREAR B FHORAE DR R, 1000 mg/kg BEDOWERE & & PYSS BE5IC X B EEIIRD L h -

7o

DEDZ e, FBREHOMES S PYSS ORERSICLIZEEBIBD N 2o, L
o T, AHBREHETIZEIT 5 PYS3 OEZEE (NOEL) 1M &~ & 1000 ng/kg/day L ETH B &
EZz b,

2. AFEFEAFM

() EFERERE CIL, BFREML DMORES, BEOCKER, RHR, HER, ERHM X
VEE 4 ARMERICEIIA DALY, ARERR BR, BELER IUIRE) B LURo e
B @EIB) 0EREL b CICHBRICELIIRD o 2d o, F72. 1000 ng/kg BHEDAEFEZR DR
EEGFOBRETHERIRDON 20T,

() BB OREES, EHRLE. BRE, RHERY. HEROMI, WE 0 BOAFRE. HAE
R BE4BOEFERYE, FARAEFERIOL, PISSRECLZEERRDEN LT,

Q) FERO—BREE, FEBIVEHR T, SBREHELESIIBOLNRI o7,
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PEDZ &b, MEOCARB LIUFHAERIZEREREL D PYS3 BEZIDZEEIIRD BN
Drolr, Lo T, ARBREFTICRITS PY53 ORERSICIZEBWOATEICRT 2 EE

ZE (NOEL) 72 NI AE IR ORI 5 MR (NOEL) 13 1000 mg/kg/day L EEEX BTz,
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ARBRIL, OBCD B LM BEORSMAREED—B/ELT, CLES AL A A Tr— 530
0 (T EERE) . 250, 500 3 L T8 1000 mg/kg % 1 BEMERES 12 LD Cri:CD(SDYIGS 5 v MIKEREA
BE LT, MESM~ORERTIC L 28, MESYOERER LUHEROREICRIEZTHE
FRET 5 HTER L,

Ml L OHE
1. HEBYE
WYL, Ti0,, Sb0,. NIOZ TR ETHC L S A hAmrr— 53 (C.I. Pigment
Yellow 53, LAF PY53 E:M§é‘\ CAS No. : 8007-18-9, 4T & : 260.32, s ; 1700°C, HE ;
4.1-4.5, ov F&E . WHEE : 100%., R{LE ) T, BEOHETD
% (Appendix 1B XU 2), PYS3 ILENTEEEITAI, WREET (ERIFEH 4~9°C) ITRFE LT,
WRWEY AL LT, ERuy MZOWTH 1 g IR L, BBRRER OREEFEICRT
L, BB T OHBRHEORELEICOVTILI., BEATBRWEL AV TERETHS
DSWEE DAHT & 4TV VFESE L7z (Appendix 3), BERHEBRME IIRRBIER TH,
~IEA LT,

2. AEYME
SBHEE LT 1% IV Ar—XF Y ULKER (LU 1% CMC-Na KWK & #E9) & A
7ro 1% CMC-Na KESHEIX, VA —XF hU T A (LotNo. : 9318, JUABIFEKRASH) 245
R LUESELK (B ARG ARSI, Lot No. : 9ZB1 3 L TN05BL, ¥ N BURBRENAAD) IZRAR L
TR, AR LUABRYEL., EXRREARICAN TR (RREHE 4~90) ICRIF L.
G 1 BEILIPICER Lz, £7-. PY53 OIS L L THREBOABRIZLER L.

3. BEROARE L EELHT
(1) REZDORH
WEHRME LIS CHEE., REEEIC PYS3 2RFL. IECREL 2D L0 INBYWET
55 1% CMC-Na KIBRICHB L. BEEZRAVWTHRSEL., ARORIZIITFAFERB IV
<RI EER L, FRAEEIT T BENC 1 B EOEE TITV., RENRIIARAESINTEL
SEFRICAN. ERREE CHET (EREHE 2. 0~8.8C)RE L. BRIZE L THbREIZEA
Lz, BEANKIIERLS L L,

I
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(2) BEEDOLZDT

BT 5 C 10 35 L0200 ng/nl DPEE ORI DN TREM DI 2 EE LIRS R,
FABE P O PYS3 IIZEIR T 24 BEfll. BT 7 BERETH D Z & D3RR X172 (Appendix 4),
AR ITRRME T BLIPNCER Uiz, E7z. 10, 100 3B X T8 200 mg/mL DFFELKIZSWT D
—MEVHER SN TV 5 (Appendix 4),

BEIZAWVDER L OREFARE O RE ORBIKIZ OV T PYS3 DIREZ O4T LIZHER.
ERFIAECEED 98.3~101. 7% TH V. FARRBIIRG TH S & HEr L7 (Appendix 5
BLUE),

L ED ST, WBWTERSNT,

4. HBHE
(1) #HB%R

BEIZIZ, BEAF ¥ — R - YSA—BKRASHBEARFE ® L ¥ —£BED SPF Crj:CD(SD)ICS &
v FEAWE, Ty MIZOBOBRBRTEEAVONTWIEHETH V., BHMEFTCOFEA
BREPEETHDII L IORFEERE L,

HERES 2 55 D% 2000 4F 6 f 21 HIZ 8 BB THEA L. ZAROBMOEERE T, #T
245~276 g, MET 175~196 g THoT-, ‘

(2) BER LOBIHL

ZNE, Bx OB OVWT 14 A, —BRREBEEELZ 1 8 1 B, SoHBATCEERE
% 3 EIER L, MEICSOWTHEBUEEIR Sz 10 BEIOMESRRESY = Lz, BEB L UE|
AR, MR 1 1. BEFLIRAIASHE 1 B3 L OO RE I 2 FlicBBa T,

(3) B4 »

BRI UBMEHIMA T %, BR2EYW C. Iz oW MBI EE OB D b2V B
& HEHER 4 48 TTEHE LT, 10 BECRBRICH Ui, BiEd JUBMEHIMAE R (REaT« B)
OEBEIZESNT, BIEFEAHMEEC LY EBEOTHEENY IR 5B L5 CEST 217>
oo BESTEEOEMOEEHEIL. BT 335~386 g, MET 208~249 ¢ Th V., LHHEE (HE
360.7 g, M 229.5 g) DE20% LN TH o7z, BENOLINTZEWIIRBEL DB LT,

(4) BB LU — VD5

B, BEOTINIEET =V FRUTREENCHI R, B TRIERENCEYES AR
L. Ed#alz21Toz, HAERIZSWTIE, ME 0 B~4 EOBMMET =V MU T8Iz s
—VHEGBNES LA L. BERNEZIT o, BB — Uik, BRI RS T
L7 WCHRESR LUBWMESERRE L. &7 —VOREICETR Lz, BOTHRIZ, #
MBIZBDT LT NWVICHRES. RREBIVENES2HE L. &7 —VOiEICET
L7z,
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(5) EVERE
D FERE
BWIDRE 23+ 3°C (ERERE 20~24°C) . SBEE 55+ 10% (EHFE 45~66%). BEE
3 10~15 [B] /B¢ FREAREME 12 FFRG (8:00 AUAT. 20: 00 THAT 0 A TLHRER) O EHERE = (307
BER)CHE Lz, BFAEEOBRERIVEEIERER L,
2) FBEWMBIURE E
75y bREBREHER 7 — 2 (300WX 410D X 200H, mm) iZ, BEFR L OBIMEHRM X
MERERNZ 3 ICDAN, BESVTHRIT 1T, RECHIIMEES 1T, ERAM DI 1 BBy, HE
HAFIE L EE2RAE L, BB, RERIIMEEWIC OV 17 BbHE 4 BET
ERBWAKRE (R TVA b7 L—2, BAF ¥ — VX - YNBSS EER L, 77—
TP L OYEIESRIIE S TR 1 E, F %I 28IC 1 EARHE L, ZIMIE 2 FEEs s
EBOLO LA U, HRRKEBOKRE LA | BER L. BUREENORRES
JUEREEIT. 1 B 1 EIERE L, FRIEFEICEL L. AERRESEB LI vER
WHHEEZY | BRABEMTREIMER L,
3) Rt
F VT ZVEERTERNSHR, ¢ BB EREEL CRF-1 2. &BBREERE AT
B BICER S,
RRICEREZRETRNOD DI5LMEL 2 VIIMENOFEEL, FALZ2 Y I
(000302, 000405, 000509) DEIFHIDOWT, {FEMEOFITITMEEAN B AR LS E
H—, EEMEPREIS Y o A NVEBERTERRSHP TN ENIT o7, DRE &FF
REEEIIM DR U RFTOZEEREFIEZIZEL Lz, STORER. WThoE
BICHHAREEELZ B X HHEIIRD bed> 7 (Appendix 7~12),

4) #BK )
LR EA %R, BERAEBRBZAVWCEHRBRICEBIRIE, 7L, REERIZIIREK
wmEER L,

RERICERELRIETRNODDIELRYEDFEL, 200044 8 12 B, 20008E 7 5 19
A3 5082000 48 10 A 18 BRAEHR LT, AAEERRESH TRV TN L, &
WIE B & R EEEIN A DZ LA OEBEREFIERCHER Lz, D ORER.
WTHOEBIZ b REREL B 2 2EITFED b/ad o7z (Appendix 13~15),
(6) HERBEOMA ’
HBB O & FHOBMES % Table 11ITTT,
(7) EBRMEORE
1) BREEORE
PYS3 DEE BT, BICEMH L C. L ET AV bz o= 5307y MIBIT SRERE
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EM-AERAEEHARBOLDOTERR ERBREFSSR-9984P)Y OFRILE
SWTEE LT, TR T, 0, 500, 1000 3 XU 2000 mg/kg DFRET 1| BHEHES 5
EOSDFRT v Mol B 1E. 14 RS LR, 270 PYss B 5REOMET, —RR
BOFe LTEFOHATZIIERAL, TIRFTR L LTEBNEOEREZIIERE
EREEEINTZ, L L, Zhb0B{kid, HEERNT PYS3 NREMEZERALIZLDE
EZzbN. MOREEBIZZEERRD N0 b, PYSSREICLD2E LT
EBxbiehol, LizhioT, REREHME - AR EFMHFAGRBRTIL, mAEZ OECD
RERIETA KT 4> (422) THESNZBREETH D 1000 ng/kg & L. T, 22T
LT 500 3 X1 250 mg/kg ZMEREE LIZRE LTz, TOIENDIIHEETHS 1% CMC-Na
KR DI % FREO FIETRET DR BEER T
2) &S
PY53 23t MR OMICHRBE I NS AL ZE L, OECD RERIEN A R F A > (0ECD-
Guideline for Testing of Chemicals ; Combined Repeated Dose Toxicity Study with the
Reproduction / Developmental Toxicity Screening Test(422), 22nd March, 1996) 7%
ST, 1B 1E, B OWTIIZE 14 BETEL Y 46 BRI, M2\ TI3scEReT 14 BB X
ORBRALE COREHM., & bIRZBMARIAIIERMAMLS LUOWE 4 B E TOHM, 22
BABALEIIREHARM T4 23 B E TOMMH, 9:38 225 12:25 OMICEY 72 AN T
BICREEARE L,
BEREX 10 nl/kg & L, FEEOREHKEIIHREG B IR BEWEIE R OKEIZED
WTEH L,
(8) B, QIR IUHREER
I. HEHHIZONT
1) —HRIBEIER
2FIZOWT, RERHIMF L B 1 BEOHEE T, BMpn4isE, 178, S8R FEEE L,
EEPRDONILHEL., Z0ER: Ol 2Rk Lz,
2) HERE
BEMBARISE 1 BELTREL, @8It o0 T, BE5 1, 2, 3, 5. 7. 108XV
14 B, Z0#%IZ7 AEORER. BREKRTERIVHRBZEFR ELRFF LYY
Z 1401 B MP7T-2 B BV i 1407 MP8-1, H—)vY 7 4 ABAEH) 2 AWV THIE Lz,
FEENER L OEEEMEL U TOMERIC L 0 EH LT,
FEHEME= (5 46 AEE) - (BS5 1 BFE)
FEHEME= (FEBME 5 1 BEE) X100
3) BEERHEIE
2FICOoNT, ZREMMBIUEHBRAZRE, FEHER R UBICER L, SEIE

_8_
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iz, EFXEMKFE (FA YU o2 1401 B MP7-2 B BT 1407 MP8-1, H— AV 7 A
2PFHER) FAVCEr—VOREBLBRELAE L, FAEBREXSEIHTRL,
FREEMO 1LY Y 01 HOLLEARE (g/rat/day) 2EH LI, 2L, 85 1 B
OEEERT, BEFERIENLD LI AEE L,

4) RBE
1 5 M OBAIE (5 44~45 B 1T, £ 6 FICOVTIERT TF v MK —
U (KN-646 B-1 B, M AHE BEER 2AWVWTERR L. H3BRMOBRTO~0%., ¥
7. # 21 BROBRCOB LIVOOEE DRER T, Fo. BRFPORKELHIE
L7, .

BREBHR IOCREHFIE :

@ pH RERIETE (RMTARTAYIA, N ATV 37 R Ett)
@& H (Pro) RERIRIE (IVTART IR, N ATV J7 4IRS HE)
@%E (Glu) BUBRARIE (IWVTAATAYIA, N ATV J7 4 vk esHt)
@% FAE(Ket) BBRAEEE (SWFAAFA9IA, N ATV AT (VR )
®vuvry /—5 (Uro) RERRIE (SVTAATA9TA, N AV 37 VRS TE)
®rYUrer(Bil) REBRARIE (WTARTA9IA, N ATV 377 VR EFE)
DR (Occult blood) BEBRARIE (IWVTAATA9IAL N ATV 377 4 ivERE &)
@I (Urinary Sediments) i

@£ (Color) PR

@R & (U-Vol) EEAE

L E (Specific gravity) JBHTENE JRECEEITEF2)2v-S, 7427)

@ER P OB E (Water consumption) FEKROEEREIZLD

5) MmRFHIRE
EHNCONT, B’ E 46 B OF H OFBIFICKN 16~22 KGR LT v FET—7 VR
B L. BEEREINRA DRI L7s, O~@IZ- DWW TIT EDTA-2K(X ) = 7 b TEZER M4
FNAEHEREH) TLE L-0ER 1 ol 2FV, OB XU@IZ2ONWTIE 3.8% 7 BT
UYL THLER U %R 1~2 nl % 3000 rpm T 10 D OELSBETE LN - ML A
Wi, 2B, BbLhIIEE L UnEIIRERT %, BELL, |

BREEEBLURESE
D ILERE (RBC) | BRUETUE (B BILARETS0ER F-820, VAH9R)
@~< k27 U v ME®HL) ESIEIE (B B ERE B E P-820, Vaiy/n)
@~E S 0B (Hb) VT A RANET oYU

(B ENmBRETEEERE F-820. YAAyIA)

-9 -
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@F TR MERETE (MCV) RBC, HtEX VB

(H BMMBRET BB F-820, VARyIA)
OFEHFRMER~TE 7 1 £ & (MCH) RBC, HbEL WV EH

(B By ERFECERE F-820, Yayi2)
OEHFME~E S o R (MCHC)  Ht, Hb X VEH

(BB BKETEEEE F-820, VAiyIR)

DR MEKEL (Ret) Brecher J& (854%)

@itk %k (Plat) ERIEDUE (B BVl BKET L E F-820, YAAyJA)
@ B mERE (WBC) BRIEGUE (B B BREHBEEE F-820. YaiyIA)
[ fLBR & 45 b (Hemogram of WBC) May-Griinwald-Giemsa Jefs (#2)

@7 v bo v v B (PD kY RTTRF ik
' (MR B BY I EEERET A )" KC-10A, N J25-)
@IEMEALERS bV 7" AT/ R (APTT) =5 U BREE
(¥R EEE B BRI ELEET V)  KC-10A, 1N JA5-)

6) MKILFHIRE

SHNZOVT, FREEZK 16~22 BERIEA LT v Mo —F LB L. EEKER
FVEM L7z, OBLUG®Z SV Tt 1 ol %Y % 20 BAZO~Y > R U 75 (A~
NRYF U U ATE, 1000 BAr/wl, FFHBERNSH) TAEE, 3000 rpn T 10 Z3HEO
BEOHBETHRONMEERWTRE Lz, MMOEBEBIZ OV TITSBERIA Y BBRE (2
7Y —r, KRS I F I L. 3000 rpn T 10 S OELOBECE L
MFEZAVWTRAE Lz, B, SOl UL EIIREL TR, -20CTHERT
L7z,

REEEBLURESE :
O GOT IFCC {& (B By AT 5@ 7150 2. H L B(ERT)
@ GPT IFCC Y& (B BN M 45 7150 2. B L BU/ERT)
@7 NV FRT 7 X —F (ALP) Bessey-Lowry &
(B EVOHTIER 7150 6. B STBUFERT)
@y —GTP ~ QLI AF I Ap-= huT =Y RERE
(BEVOHATEER 7150 S, A STRUERT)
B 7 va—x(Glu) ~F Y F—Fik
(BEVAOATEER 7150 4, B BUERT)
®=Y v X5 Z5—E (ChE) g7 FINTF =Y CEEE

(BEVOATEERE 7150 2. A SEHBIERD)

_10_



@ = v X F g— )V (T-Cho)
®V »B8E (PL)
@rVZUEY K(TG)

R Y L (T-Bil)

WRFEZEZE (UN)

@27 v7F =2 (Crea)

@7~ YDA Na)

@s YUK

B u—1(Cl)

@H NV 7 A(Ca)
MR Y > (IP)

BKRER (TP)

9% B 45 (Protein fraction)

SR—99884

BEsRVE (B BV ATEER 7150 2. B SEUMERD)
EESRVE (B EIOATEEE 7150 2. B STHUMERT)
EEES Y & o— VR i
(BEVOATEER 7150 ., B ITBUERD
TEULE
(BEOATEER 7150 T, H sTRUERT)
TLT—E - A RT =)=V

(B BhHTHERE 7150 5. H SIBUERT)

Jaffels (B EATEER 7150 2. B SLBUHERT)
RICCEE (BBIRENER 4808 = —=2 )
RICOCEE (BBROECER 4808 = —=27)
EEREE

(/a4 RAvry—CL-6M, FEEEE)

OCPC i (B BV AT 418 7150 7. A SLBUERT)
Fiske-SubbaRow £

(BB OATEER 7150 72, H SZBUERT)

YLy ME
(BEOATEER 7150 2. B STRUERT)
Tla—ZT T NEBERIKENE

(& B BEXIKENSEE CTE-150, #3t)

@ A/G H (A/G) TAro— X7 BT — MNEERIKENE
(2 BEVEXIKENEEE CTE-150, )
7) R

Z2HNCONT, L 46 AOFRICHR L, BAREZBE L, = — 7 VBRET THL
%, RIEFES ¥, EHOHRE - HBLARMICEE Lz, LUTOHRE - 8% 10% 5
BERL~ U VIRICEE - REL. EICOVWTIREABERT-o, 2B, RERBLIW
N—F-BIET VY RY VBRTEERTE L RBRBIURREEIT 7 VIR TEER 0%

T ) —MIZRTFE L,

B R - /). TGS, MR, FRIRGER) . EEUMECGER). BVE (R, BB
L. WEABIR, . &%, BEIERIORE). FE. EH. +88. 25 5
B O TURET) . B, R BB, BE. QF. HEEXAD). BROEE).
BEbt. MELGER). BE LA (ER) . LK. BEEERSD. £6). BRER.
N R (R . KB CEIEE) . B (BEAT) . KBE (BMAD. B). TH(E
B, B RS CERRRED) . BBRIREY L SE, TEY L (EA) . BTRES) . T

._11_
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R(ER), FTRER B IUCLEHE G,
8) FEEENE
EHNTONT, HREFZEFRN LD KT (BR-180A, T— - TV K - FABKKXESH) 2 A
WTUTORER OV TERZHE L, 2B, EAORTOHIFEILO>VTUL, £
BleZHlE L., ZOAFHMERZ RN L,
B, O, P, BEECER) . B, 818 A, BR. BR(ELHBIUREREE(E
#)
B4 OB/EER LFRBICAE L-BHEERERICE ST, REGREEEILZ L TOHE
K4z L VB L, |
BEGEEENL=(FEERE SHWFEE) X100
9) REAARFRRE
A FREER L OB S A ERO2FORIFRE - M2 5 CICRIRBMEZEEALIZONT, 3
ST 4 ABBETL, N~ hXV YL c oAU RAERRER L TERLE,

0. MEEIZ-ONT
1) —eiR gl ,
2FZONT, RBRHIMT 1 8 1 EOHEE T, BRBLIURMBIZLvITEH, A8 %
BELL,
2) EERE
BRERBATHRS 1A, RERIB2TR0OBBIVUOMETREZWEOR S LTEE
L. &5 1, 2,5, 7, 108X 14 HOERERT, X LIIERBHRIFNI OV TITER 0.1, 3.
5, 7. 10, 14, 17TBLV20 8, HE O, 1 BLV4 BORERIZLUIIHE 4 ADER (4
REIZ, ZRBABBIZOWTIRE 28, 35, 42611049 HORSETR L U51 HOHE
HERE)ICEFREMRME IV MY 7R 1401 B MP7-2 H BT 1407 MP8-1, H—/b
V7 A ZARAESH) AV THE U, REEHIFE S (L oRBES) IREREER O,
FHFEORER LW U BIZHIE LT,
REHNES L OFERMRE U T OMERIC & EH Uik,
MIRATIR S HHGERNE=(RE 4 BEE) - (BE 1 AR
IEIREARIAEHEINE = (SR 20 RAAE) — (IFIR 0 BAE)
HEHMEEENE= (HE 4 BHEE) - (WE 0 BEFEE)
FEENE= (FEENE RS 18, EiR0 BHDVIEMEE 0 BEE) X100
3) EEENE
AFIIZOVT, SIS LUHRE RS, FENER L ALRIERLE, SHE
Az, BFREMXFE (v b U 72 1401 B MP7-2 B DX 1407 MP8-1, H—A Y 71
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2HEREH) 2AVWTE I —VOKSELEEBZEE L, FRHERELZRS BETRL.
ZEERAMO1ILE Y 01 AOFHEER (g/rat/day) ZHEH L, ZZL. 85 1 H
DEFEIT. REMMBITANLO1 BEL L,
4)@%?%@%
HEREMEE 6 Bl OWVWT, e 5 R (EE 4 BOER) K 16~18 FrfifgR LTz
Sy bRz —F UREEL., BEIRBIROEM Lz, MEDBERFE. REEEBLIURE
BB O FEICHELT, 2B, ok LUMIIRER TR, BELEL,

5) Mk LFRIRE
BEREBHEE 6 BllC OV THlE 5 B (HE 4 BHORB) OFMEFIZA 16~18 FFfiE
HELZTy hex—T VEEE L, BEKBIRE VERML Lz, miE - MESB5E. REE
B L ORI S B O FEICE U, 728, B bhi i X OMEIIRER T %,
-20°C THEAERT LT,

6) HH
ASHBNIAE 5 B (W5 4 HOZR) 0, REFRIAII MG T#% 24 B (385 51
BORA) T, MR 25 B E THBNED LNARVWRRRIAILITEE 26 BIcHIRLE, &
CAEREE L. HHRAI0 S b ILRFIRER L UM ERERIC OV TIERnEg, T
—F ARE T CROBOES ¥, £ 0RE - Bfhx WIRMICEE Lz, UTORY - £
¥ 10% PHEEFAL< ) VIRICEE - BEFE LTz, 2B, BRERBLONN—F—RiIFTE Y R
Y UHTCEE - R LT
B IR - N . TR, BOMR. ERBR(ES). ERUME(GES). BB (ER). ME.
Dl BIESREIIR. £, B, B IEBIORE) . Fi. B, 5B 2B 5
B TARET) . B, 1B, BB, BE. &%, F(REXED). BRER).
RERG. DRES(BE) . FE (EARLE LUEDR) ., B, BRER) ., ~N—F—BER).
AR CRREED) . K8 CEIEED) . 0B (BRESTe) . RIBE (BREST. A). 58 (FH).
By G RBRER) . BRI Y L, T Lo (ER) . BTERER). ETR(E
). BEFRGES) . LEMECE . RIROBEIM L LTREOR b BHES 156
CRHERBE) ORI (EH). B¥E L UREL R OEE,
7 BEEENE
SBITONT ., BIHREHC BTSN MFRAR (BR-1804, T— -« 7o K - FA HREH) 2
WTHUFORECOVWTERRHE Lz, EADETOSHHREIC VT, EHLK
BIEL, #OAHEEZEH L, 2k, k5 BICHR LB OV THEHLEL
=hE L7z,
B DB, FREE. BRGER). B, BB (EA). KRB XU (ER)

__13_




SR—9984

B OBREES L ERACHE L BREEICES0 T, BEFEERE LU TOHE
RIZEVEH L,

BEAERERL= (FEEE HPWHEE) X100
8) REMBTFHIRE

BB LUREAEHOLF OREFRE - Ml b ICARNVEFELMIZ OV T, /S

ST 4 ARBEIL, S~ VY v s oAUV RBEARRER L TER L,

0. BB DL L UHTERDORAEIZDONT
1) HEHRE
HEAHNZOWT, BEET 10 BNSRRMNTETOER, XL VREI L D BIREHRER
FERL, TS T CHABRR (RE. BEH. BERY. BERLED oHE
2T, HAMOZEME 4 B0 5 AOHRT2EU LRV BT L OEER LHE Lz,
FAERLEHR 7 AL EEGE L TR LN B GEITHERORE & HIE Lz, SHEOHEREAR)
LRBHIMEEL B U,
2) WEREDAETERERE
#5114 ROSFD, FRREENOMES 1 5 1(EBEAMEEGHDE) T 14 AMEREL
LTRESE, ZROBIIIT. BNELEZMEICE T LZER, HEVIIEEXAT
BEADORBRFIRARSNIEHEL L. TSRO b A2EE0 B & L, #HER
M OEREY . DHOFBEBLUHRFIZFEANOEREDOFELF DL LIZE 2T
7o RRE(%) [(RRBIEYEFE S 83 x100) 8 L OZIEE (%) [ GEHIES
Wi RRARSIEMWE) X 100] 25 H LTz,
3) ik LUTHEREBRE
KBRS 2F BRI &7, SREL, ER21 B226 25 BETEADR
<EBH3E (9:00, 13:00F8LN17: 00)BIE LTz, 9:00 (ZBEYPREREZBEOFIIED
TEOTICHRIAATHWIDOEREBTE L THOBRKT2HAL, TOHREZHE 0
BE Lz, WE OB, BECAFERERB IURCEEE X, MBRE, HEROE
BIUAREBE L, BERSOSBEFTRIVWTNOBSHI LA DR hoTe, £FR
B IURCREOSFEHEREL L, ABMOMIL, IR AEREOHORE T
HIE Lz, BIRBRZEMOINBOEERHB LUVFENOEFRREOE ® BRI X TR
L7z,
SEIREAR (IR0 A (RRAR R) B0 R (DR T B) S CoO R HER (%) [(&£
IR EEMESS SEARMERD) X 100]. S8R (%) [(HEREFRE) X100], FRE (%) [(F
R BEE) 1001, HAER(%) [(HEREFRE HER X100], HE 4 BEHEE
(%) [(HE 4 RIZATHBROBD b3 M4 HEME) X 100]8 X UM [HH
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ERY HEREIZEH L,
4) AR O—MRERER L U4AFER
SHZONT, MBEOANLHB4RETIAE LE, £FRBIUECEER L, —HR
BB IUNRIZOWTEE L, , _
BEERENDFERATE (WH 4 BARRE/ HEREERE) X100] % 1 ErH
fLé LTEH L, 2L, BMEBDWIITHFRA L RoTHARIIFETH E LTHR -7,
5) FAEROEEHIE
2HZONT, HE 0, 1 BIW4 BICEFXREMEXFE (P R 72 1401 B MPT-2,
H—= N 7 A AR F AV TEESICHIE Lz, EEICHENOFEHERELZ RO,
RERNES X OEERENES LT OERIC XV B L, |
HEHRAEENE= (M5 4 HEE) — (HH 0 BEFEE)
WHEHMAEENE= (FEHREEENE, THE 0 REE) X100
6) FAEROHIR
FETHIEFE RALELDNIHIRR L, whole body % 10% FHEE RN~V VI TEE -« &
Lz, AFEFICOWTIE, WE 4 HIEAR(ABERNEZ S ) 2888, —RIERERA
B LV REFESE, 2F0OKRT - BRE ARMICEZE L, EFE1RD DB,
Whole body % 10% FEAEE R/~ U K THEE « #RIF L7Z.

5. $REERS &

FE, FEHNERLIOEEENE, BEE. RRECFEMNER (REEZKR) . @K
FRRAR L OB EEOREOSIER., BEEE. HELAEREEN., B EREB LUV
ERE, HERE. HERERRL, ofeE, HAeR, HERECER, i, EREHE, W
E 4 BAFERER LUOHAREBFERIZOWTIE, £7 Bartlett OREEEITV., Eoitts
FEAT LT (HBAKHES%), TORER. EHOLEIE LWHEIE, —TEESBOTEEZ AV
TEHEAOHEEZEOHELYF (FB/KHE 10%)., HEMICHEENRD bNIHEIL, Dunnett
OBREEEZBVWTREH L ABEOHOFEREFHE L BEKESNBLIVT1%), —H.
EROAEIE L VB AL, Kruskal Wallis OV FRERS BV CRMOEBEOHE
FRA (BEAKE 10%), BEICEERENLRD bN7B 513, Mann-Fhitney O UREEZ AV
TREBRLSBEOMOBTEELHE L (BEREISB LU 1%), B8, FERDOHAESR,
ML, BARATERD L UMHIEET, 1 E2EABRMLE LTLE L,

RREOCEHNEER I VRLER DU REERFIREERDO O b 2 BB EOBES
L— R33B BT RAT DV TIT Kruskal-Wallis ONEIFIMREIE THEMT L (B EKZE 10%) .
HEENL HNEAIL, Mann-Whitney © UREEZ BVRTREE L OLBEIT o7 (BEKE
5%3 LU 1%), ' |
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HERHMOREORE, XER, ZHE, HER, HE 4 BRETE, 20 CICREAEREYN
BREEROS D 1 BREOBES L— RBZ LN RIZOWTIEREZRE x - REEZITV (BR
KHE10%), TORER, AEEDALNILRAIT 2 508 x 2-RETHRE L OUBEIT o7,
2L, 2 BB X - RESHDVIIZRE 4 - RIECREE OFEIL Fisher DIEFERERRE L
ERWE (BEKESNB LIV 1%),

2B, BRYERSH LIBEOEBREIZ OV TIIEOEYE L UEEREZEA L,

AR

1. BEPMORERSEH
(1) — iR T

—HRREE D&% Table 2. INDIVIDUAL DATA 1-1~1-4 (27”9,

#5 2 HLARERIER B £ T 500 ng/kg BF CEBAE,. 1000 ng/kg HFCEAEIZIIBBAEENZ
T 12 P8BS, LicL, EOZOMOMRIZIZZERE LR 270, FOMIZ,
250 ng/keg BECHIEIEIT AR E 42 RIZ 1 BRSNS, 77— VHOFBIZL D2 D EE XD
iz,

() EEHS

{KEHES % Figure 1, Table 3. INDIVIDUAL DATA 2-1~2-4 (7R,

R OBE, KEENER I UEEEINRIEI. WO PYS3 REFICBWT LR
B L LB L CH R ERRD bR o T,

(3)EAH &

BAIE% Figure 2\' Table 4, INDIVIDUAL DATA 3-1~3-4 {Z;R79,

ARPRHETOBEEIL. WIho PYe3 REFIZBWTH MBI L L& U THEERETED
ViRt

(4) RIEZE |

RIRE DK S Table 5, INDIVIDUAL DATA 4-1~4-4 177,

250 mg/kg BETRIEOHE 2 EEMNZ LN, 500 ng/kg BLEDBEBETIIALNA
B Tholk, TOMOERBERBIZIL, PYSIREELBRE L OMICEEZIIRD b
27,

(5) IR FHIBRE
MFFEIRE DA% Table 6, INDIVIDUAL DATA 5-1~5-8 2T,
250 3 LUV 1000 mg/kg BETIEMALE 2 byl 7" 727 VEER] (APTT) OB BREREIBO Sz,
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(6) MKALFHIRE

‘ﬁﬂﬂﬁ4tﬁﬁﬂﬁﬁﬁiia>ﬁiﬁ§%i Table 7, INDIVIDUAL DATA 6-1~6-8 IZ5R9,

1000 mg/kg BHETHV VA K OFERIEEIRD bR, BEHEEANEENRRZWEEZ 20N
770
(7) it

LR DRE %L Table 8, INDIVIDUAL DATA 7-1~T7-4 17”7,

BB ORNEYERAIS. 500 ng/kg BET 1 . 1000 mg/kg BT 12 HlLFIIFERD bz,
%@% B bhhol,
B)HFEEHE

BREHEREBIUBREEEEEL ORELY Table 9, INDIVIDUAL DATA 8-1~8-12 TR,

BIE LW OSE bR BE L PY53 REBOMICEERETL bz o7,
9) R FRE

BRI E DRRAE R Table 10, INDIVIDUAL DATA 9-1-1~9-2-2 IZ5R3,

HBEECIL. DO LR, BB TR, AARME LR OFERE/NME, BROEM
EOEHBIURBRIEORBTRFENE 1H. Z2OWIZRNLRO Y v /R5kEE 6 515 bt
720 1000 mg/kg BETHY. LD OFHEMD 34, BIROTALRME LR DIFERME/IMEDS 1§,
BREOREME OZER 34, BREEOBEENMIIZE D 1 Flk KORINLRO U v/ 5kiZEs
4 BIA b T,

P EOBETOTR S 2O HBSEREIC KT RE & B L THERREIED bIRd o7,

2. EHORERSEE
(1) — MR T8

— R BE DR % Table 11, INDIVIDUAL DATA 10-1~12-4 127",

5 2 BRI R T 500 ng/kg BE CEBEAME, 1000 ng/kg B CTHA T LIIEBAME) 12
FleplicBES Nz, FoMic, SHRED 1 FICHEN TR 12 ALIEHHRA (g 5 B) ¥

Zo b, 250 ng/kg BETEEAMBE AP & O 500 ng/kg # C TR DSMER L UK

B FNFN 1 HIA LTS, PYS3BEIZLDZEETIIRVWEZ XL ONT,
(2) FEHS

K EH#B % Figure 3~5, Table 12~14, INDIVIDUAL DATA 13-1~15-4 LR T

FESRATI S HARG, AEIRMAR I SUMEAM OV TN ORMIC S, & PY53 REFLNEHO
FICEBREIRD ORI 2T,
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®)F::3-:5-»

BHHEOE/L% Figure 6~8, Table 15~17, INDIVIDUAL DATA 16-1~18-41Z5R9,

YEIRRTIR AR, AHEMARTE X O EHMOVThOMBIC . & PYS3 R L SHERO
FIZBEBERZZEIRO oo,

(4) MIRFHIRE

MRFRRE DRI S Table 18, INDIVIDUAL DATA 19-1~19-8 |[Z;RY,

250 mg/kg B CEHRMIERA~ET Z 0 L B MCH) B L OI/IMROFEREENRD BT,
500 mg/kg L EOBEHTIEAZ LNBRWELTE - T,

(5) M AL F IR

MFALZFERE DR E Table 19, INDIVIDUAL DATA 20-1~20-8 {Z7R,

KRB L BB LT, 250 mg/kg BET U >y X7 5 —F¥ (ChE) OFEREME. 500 ng/kg B
TT Y UL (Na) OFEREME. 1000 ng/kg # T GPT OFEREENBD b s, Win
b BEIE B IS LB A IR WD, PYS3 5 L OB EMII VWL D EE X b,

OF:l;3

B DOF#E% Table 20, INDIVIDUAL DATA 21-1~21-4 {Z7R%,

SRECIIBRIERERENE 1 FIBIE S 172, 500 ng/kg B TIIBEBONEYER BN 4
BB ST, 1000 ng/kg FHTIL, BB LUEBOAETMER(N 14, BERONEDEREA
L2 8 FFED bz, BB LOEHBONEYHERMN S LN -FIL, RO E bz
STEEH T, FECRAGKRKEER O WCEBEE LUEARREETE VBREI L,

(NHEEE

BEEERBIUVHREARETERELORESE Table 21, INDIVIDUAL DATA 22-1~22-8 (T,

500 mg/kg HTHRBE OREREERLOFEREKEN A LN, EEOAHTRIAE
BRERH DN TLZ EPLBENRER LB X b, TOMIZIZHE LEZWThOBE
WCHRREE L PYS3 REFORICEERZERS bNARD o1,

(8) R EAHRR F B A

RS FEHORE OB L Table 22, INDIVIDUAL DATA 23-1-1~23-2-2 1279,

HERECHEEOUB AN 35, 72 bUIFHORBIEE, BHOER. BIiE, FEs
DILFR, BRORBMRMEL. BRORBERSICR T 2LELE. TEENORNFE,. KR
DERME, REEBOERL LULBRORENE 1 FH i, 1000 ng/kg BT, FOUHA
251413 TOBRO ZEEA IR T BELEN 3 ABRE S, T, TR TEORER
Honic 14 (REfl) 2. BOBERBLUFERMOKENRESH, BOBEHIZOWTIR
RROZERETHY, FEIOREEEZEX BN,

UEDEMIINT NS ZOHBEEICHBH LA L THERERERRD LR o7,
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3. HESHYMOEBRRESLIURERORESH
(1) AETERER T |
FEREM A DEYAE % Table 23, INDIVIDUAL DATA 24-1~25-4 {Z/R7,

EEHARE T THOHBEE RELHRRE. TEZX, %E’az HER, ERHMB LOWE
4 BB RIIIZBER L bR L AR L TAERZRRD bNRL o 72, KBRS 250
BIXU500 mg/kg BETCEFNTN LAIZRD bvic, b OEDOMEO M EHRAE TR FITH

SR IEH DN TRD Ho A3, 1000 mg/kg BETIIH bR AR &b, PY53 #EIC L
AEBLIIEZ LN 0T, REFIT 1000 ng/kg BT 1 FIFEO bz, ZORIL, HERE
MRECTERORRETHIBOMAEIBE SN, FMEORATHD LB X LN,

()R, i, MERES LUOHERAFER

R, S, WEREBLOHAIRAFERORES Table 24, INDIVIDUAL DATA 26-1~26-4
WRY,

BB, BRE. BXRE, BHERY, HEROML, WE 0 ROAF R, AR WE
4 AOEFRS, FAERATEIZT, & PY3REFL VHRBE LR L TEEERIRBD LR
D olr, DHFBH 250 mg/kg BETHRICET L7cdd, 500 ng/kg A EOREFETIIHFREREN
HbNRholel b, BENLREBLELAONT,

(3) B A R DO— IRk

HARDO—BREEDRAE L Table 25, INDIVIDUAL DATA 27-1~27-4{ZRT,

R T RERREOFET VEASK FREETIE 1 41, 500 mg/kg BETHE 2 61, i 3 8], 1000 mg/kg B
THE 2 NSRS bk, B 4 B CTOMBDIET H 5 Wi RGNS BREETHE 2 5. M 1 51,
1000 mg/kg B CHE 3 1, #E 1 FIIBD LI,

A FE CIIBEERAME S 500 mg/ke BECME 1 BLICRD bR DOL TH T,

(O FAEROEEHED

WA ROEERB % Figure 9, Table 26, INDIVIDUAL DATA 28-1~28-4 (2R,

£ PYS3 B ER L LRREE L LB L THEBENRO bR 2T,
(B)FHERDOEIR

HAEROHIBROMAEE Table 27, INDIVIDUAL DATA 29-1~29-3-4 [T,

FETFICIFIE DS 1000 ng/kg BB 1 iz b, WThoflic b E2FEIRDH LN
RhroTz,

WE 4 B FREATIIFBOEQAE 250 ng/ke BEOME 1 FlF LT 1000 ng/ke BEORE 1 4,
— R BB T A b 500 ng/kg BEOSMEN M 1 FIIED bR, ZOMIZEREIEIRD L
highoTe,
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PY53 @ 0 CRIBREE) . 250, 500 3 L TN 1000 mg/kg % 1 BEMEHER 12 ILOD Crj:CD(SD) IGS 7 » T,
5 o MR LSRR, AERER L ORI E £ S TR 46 AR MET v MO L IR
BT, ARELR LOYHEHIR. RO ONWEE 4 B CofM. BOKERS L, EHEEM~ORER
Bk 2R, MBI OATED L UFAER O AT RIETHBIC oV THRE LT

1. REHREEN

500 3 LT 1000 mg/kg BEC. ML b —RBOE( L LTEEORATLIIEBAL,
BETRE LTEBOANEDESAARBEINT, LrL, Znbo&id, RERSIhioH
RPBEATHD PY53 23, MLBEOABEYZEA LI LD THY | PYS3 REIZ L DBILBRF~D
SRETHOE o IR L B b 0TIV L E X b, |

EEHY., BEEL IURRE T, HEL LWTHLORSEIZBW TS PYS3 BEIZLZE
IR LR Tz, |

MR R & OB L F R TiE. 1000 ng/kg BEZ W THECTEMLER D eV 77 74

FURER (APTT) OB B AR STE, MET GPT DB B EEN 2 b, L7 L, APTT DRI~V TH,
BARMEENLZ LWV &, FFRED 2 WL/ MRICEE R BERRAFOEHRLE TR T2 L5
REFRIIA LGN b, BUHFHEZEORWELEZS 25T, —F., GPT OEEIZ-DW
THZFOHEENEEPZ LV &, BRI ERME DR ER~OF I LB ETIEE X
BNARNWZ b, BENEILTHY ., PYSSBREIZLBERLIIE X bR oT,
REEEIT., ML LOTHOBRSEIZBWTH Y BE L AFEEIFRD N2 ) o1,
IREMARFEPIREORE., ML LVWTHOREEIZBWTE PYE3 BREIZLZEEIR DD
IR o T,

UEDZ &b, HHREBEOHERL b PYS3 DREREGICL 2BBIIBO AR o, Lk
MoT, FRBREMETICIN 5 PY53 DR EE (NOEL) 1MERE & b 1000 mg/ke/day L ETH D &
EZ b,

2. AEREEH

ATERERAE T, SREHL CHMOMEH, MHEORER, ZheR, HER ARHHBIV
T 4 ARHERICELIEIAONT, EEFOER. BELER IUIR) B LIURLWETE B
‘%@E%&%@K%ﬁﬁ%&d%@%h@motoitgmwm&gﬁwéﬁﬁwﬁ@ﬁﬁﬁ
FIRECLERRRD o7,
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BEWOREE. BRE. BRE, RHERK HEROML, HE 0 BOLFEH, HE=R,
HE 4 BOAEFRE, SAEREFRTIL, PYSREZISEEIBD N1,
FARO—MKRE, FEBIUEHRTII, FREHL CERIIBO LN R 0T,

Dbz &b, MEOATER LUFERICERGH L © PY53 RFICLDEBIIRD N2

ol, LERoT. KRBREETIZRITS PY53 ORERSICLAEBYOARII T 2 EY
BEE (NOEL) 72 b ONZ BT A R DR AR 5 FEE 2 (NOEL) 1 1000 mg/kg/day L EEEB X Hiviz,

2% Uk

1) C.I. 7 A hfzu— 53 OT v MIBITBREREEM - LEBREFEHEEBROT-D
OFHRBR(SR—9984P) : BB EE, &t {LEMELMERFET (2000)
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Figure 1
Figure 2
Figure 3
Figure 4
Figure 5
Figure 6

Figure 7

Figures
Body weight changes of male rats dosed orally with C.L. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/developmental
toxicity screening test (SR-9984)

Food consumption of male rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/developmental
toxicity screening test (SR-9984)

Body weight changes before gestation period of female rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and
reproductive/developmental toxicity screening test (SR-9984)

Body weight changes during gestation period of female rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and
reproductive/developmental toxicity screening test (SR-9984)

Body weight changes during lactation period of female rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and
reproductive/developmental toxicity screening test (SR-9984) :

Food consumption before gestation period of female rats dosed orally with C.1. Pigment Yellow 53 (PY53) in the combined repeat dose and
reproductive/developmental toxicity screening test (SR-9984)

Food consumption during gestation period of female rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and
reproductive/developmental toxicity screening test (SR-9984)

Food consumption during lactation period of female rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and
reproductive/developmental toxicity screening test (SR-9584)

Body weight changes of pups in the combined repeat dose and reproductive/developmental toxicity screening test of C.1. Pigment Yellow 53
(PY53) in rats (SR-9984)
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Figure 1 Body weight changes of male rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined
repeat dose and reproductive/developmental toxicity screening test (SR-9984) ’




Food consumption (g)

I

[
<
T

.
9]
T

10 ¢ —e— Control

— #— PYS3 250 mg/kg
5 | -- & --PYS53 500 mg/kg
— o-- PY53 1000 mg/kg

Day of administration

Figure 2 Food consumption of male rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined
repeat dose and reproductive/developmental toxicity screening test (SR-9984)
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Figure 3 Body weight changes before gestation period of female rats dosed orally with C.I. Pigment Yellow 53
(PYS53) in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9984)
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Figure 4 Body weight changes during gestation period of female rats dosed orally with C.I. Pigment Yellow 53
(PY53) in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9984)
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Table 1 Experimental design for the combined repeat dose and reproductive/developmental toxicity screening

test of C.1. Pigment Yellow 53 (PY53) in rats (SR-9984)

Concentration
of PY53 Volume Number of animals” (Animal number)
Group mg/mL mL/kg Male Female
Contro]b 0 10 12 (101~112) - 12(151~162)
PY53° 250 mg/kg 25 10 12 (201~212) 12 (251~262)
PY53 500 mg/kg 50 10 12 (301~312) 12 (351~362)
PY53 1000 mg/kg 100 10 12 (401~412) 12 (451~462)

a: Crj:CD(SD) rats were dosed orally from day 14 before mating to day 46 of administration for males, and from day 14

before mating to day 4 of lactation for females..
b: Rats in the control were dosed with 1% carboxymethylcellulose sodium solution.
c: PY53 was suspended in 1% carboxymethylcellulose sodium solution.




Table 2 General appearance of male rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

PY53 (mg/kg)

Item Control 250 500 1000

Number of animals examined 12 12 12 12
No abnormal findings 12 11 0 0
Yellowish brown feces 0 0 12 0
Yellow or yellowish brown feces 0 0 0 12
Crushing of the upper incisors 0 1 0 0

Values are number of animals with findings.



Table 3 Body weight changes of male rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproduct ive/developmental toxicity
screening test (SR-9984) '

' Body weight gain
Number of Body weight (g) on day of administration Day 1-46

Group animals 1 2 5 7 10 14 21 28 3 42 b6 g %
Control 12 Mean 371.0 374.8  390.7  400.2  H12.7 4274 45h4 479.8 499.2  515.8  520.7 149,740,319
5.0, 17.8 20.9 21.9 2.9 5.7 2.5 31.5 33.6 36.9 37.9 9.2 29.9  1.73%6

(1) (11 (11 (11)

PY53 250 ma/kg 12 Mean g k6 3883 3981 #11.2 6216 6504 4760 495.3 516.5 522.9 150.6 40,383
S.h. 15.2 15.0 15.6 17.3 19.7 21.8 21.9 21.8 25.2 25.6 2.8 1.3 4.473

PY53 500 mg/kg 12 Mean 370.8  371.8  386.7 39,
S.D. 14,7 16.0 17.4 19

PY53 1000 mg/kg 12 Mean 3.2 342 380.7 396.7 £10.0 5, 3 520.3 149.2 40,146
5.D. 15.5 16.9 211 21.6 23.5 26.5 24.6 26. .9 32.8 2.7 5,65

Body weight gain (%) = (Body weight gain / body weight an day 1) x 100,

Yalues in parentheses are number of animals examined.




Table 4 Food consumption of male rats dosed orally with €.1. Pigment Yellow 53 (PY53) in the combined repeat dose and reproduct ive/
developmental toxicity screening test (SR-9984)

: Number of Food consumption {e/day) on dav of adninistration
Group animals 1 2 5 7 10 14 28 35 42 46
Control 12 Mean 27.08 25.17 26.89 27.04 26.15 26.66 27.23 27.49 28.17 29.09
5.D. 2.57 7.69 2.29 2.40 2.59 2.32 2.22 2.15 2.29 2.67
(1 {11 (11)
PYS3 250 ma/kg 12 Mean 28.00 25.50 27.30 27.21 26.75 27,14 27.42 27.77 27.85 28.89
S.D. 2.70 2.02 1.40 1.97 1,57 1.76 1,04 1.73 1.16 2.19

(
PY53 500 my/kg 12 Mean 27.83 23.42 26.73 26,75 26.16 26.70 26,
S.D. 2.37 2.5 1.68 2.14 2.04 1.97 1

PY53 1000 ma/kg 12 Mean 2717 25.33 2119 26,719 26.65 26.81 2698 2195 28,
5.D. 5.13 3.20 2.18 2.02 1.36 1.74 1.79 1.43 1

Values in parentheses are number of animals examined.



Table 5 Urinary findings of male rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

Urobili- Occult -

Number of pH Protein Glucose Ketone body nogen Bilirubin blood Color
Group animals 80 85 =+ + - - + 0.1 EU/dL — - A
Control 6 5 1 6 0 6 6 0 6 6 6 6
PY53 250 mg/kg 6 3 3 5 1 6 5 i 6 6 6 6
PY53 500 mg/kg 6 4 2 5 1 6 6 0 6 6 6 6
PY53 1000 mg/kg 6 2 4 6 0 6 6 0 6 6 6 6

Urinary sediments
Epithelial cell Urine
Small Specific gravity volume Water

Number of RBC WBC Squamous Round round Cast 1.031- 1.041- 1.050< (mL/21hr., consumption
Group animals — — — + — - — 1.040 1.050 mean+S.D.) (g, mean+S.D.)
Control 6 6 6 4 2 6 6 6 5 1 0 18.67+4.18 18.5£11.5
PY53 250 mg/kg 6 6 6 1 5 6 6 6 [0 6 0 ]* 14.58+1.24 19.743.3
PY53 500 mg/kg 6 6 6 1 5 6 6 6 4 1 1 17.2544.39 11.248.5
PY53 1000 mg’kg 6 6 6 1 5 6 6 6 2 4 0 17.4242.50 20.7+3.9

Color: A = Pale yellow or yellow.
Values are number of animals with findings.
*: Significantly different from the control at p=0.05.




Table 6 Hematological findings of male rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat
dose and reproduct ive/developmental toxicity screening test (5R-9984)
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Number of RBC Ht Hb MCV MCH MCHC WBC Platelet

Group animals 10%/uL % g/dL fL pg g/dl  10%/uL 10%/uL
Control ‘ 12 Mean 914.2 47,32 16.29 51.80 17,84 2443 105.9  112.03
S.D. 1.1 1.62 0.51 1.56 g.70 0.61 23.6 9.84

PYS3 250 mg/ky 12 Mean 901.5 46.92 15.99 52.05 17.74 36,10 109.3  109.64
3. 0 .

PY53 500 mg/kg 12 Mean 887.8 46,12 15.73  51.96  17.72 %M 109.0 110,05
5.0 2.9 1.65 0.51 1.17 0.28 0.48 17.6 8.2
PY53 1000 mg/kg 12 Mean  897.9  46.38 15.84 51,69 17.66  3.18 110.2  107.42
5.D 41.4 2,16 0.69 2.27 0.8 0.75 21.5 7.98

Ret ey~ Neutrophil
Number of locyte PT APTT Stab  Seg- Eosino~ Lympho-

Group animals % sec S0 form  mented  phil Basophil Monocyte cyte Others
Control 12 Mean 21.1 17.32 27.60 1.2 10.7 0.6 0.2 1.7 85.8 0.0
5.0 6.4 1.57 1.35 0.8 £.3 0.8 0.4 1.0 5.3 0.0

PY53 250 mg/kg 12 Mean 26,1 16,33 25.49%x 1.0 3.6 0.7 0.0 0.9 88.8 0.0
7.9 1.%9 1.47 0.9 3.4 1‘.2 0.0 0.9 b 0.0

PYS3 500 ma/ke 12 Mean 25.0 16.06 26.33% 1.1 9.1 0.9 0.3 0.8 87.8 0.0
S.D. 9.4 1.66 2.87 0.9 4.5 0.7 0.5 1.1 4,8 0.0

PY53 1000 my/kg 12 Mean 20.6 15.88 2h .Gk 1.5 11.0 1.0 0.0 1.3 85.2 0.0
S.D. 4.0 1.71 2.07 1.1 5.6 1.0 0.0 1.3 6.5 0.0

%: Significantly different from the control at p== 0,07,



Table 7 Biochemical findings of male rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/developmental toxicity screening test

(SR~9984)
Protein fraction (%)

Number of ™ MG Globulin 60T GPT ALP ChE ¥ -6TP  T-Bil 6lucose
Graup animals g/dL ratio  Albumin Q1 g B Y /L /L /L /L /L 0 me/dl my/dl
Control 12 Mean 5.71 1.010 50.23 25.14 §.23 12.75 2.65 65.1 29.0 234.8 0.22 0.056 152.4
§.D. 0.17 0.117 309 1.93 1.06 1.25 .62 13,9 8.8 53.3 14 0.19 0,008 10.5
PY53 250 ma/kg 12 Mean 5.63 1.013 50,38 26,68 9.38 12.53 3,03 5.0 29.5 221.8 60.1 ] 0.057 158.8
S.D. 0.15 0.077 1.95 1.97 1.05 0.88 1.16 10.7 10.9 56,7 18.1 0.011 21.2
PY53 500 mg/kg 12 Mean 5.53 1.039 51.05 25,65 9.18 13.11 01 8.7 29.3 202.9 y 0.14 0.053 149.1
S.D 0.25 0.074 1,82 1.16 1.32 0.84 14.6 7.2 1.5 17.6 0.13 0.008 10.6
PY53 1000 mg/ky 12 Mean 5.58 1.067 51.59 23,26 g.55 12.68 2.93 48.8 29.3 222.8 59.0 0.20 0.053 152.9
5.D. 0,24 0.113 2.66 3.25 0.72 0.47 0.56 10.2 .1 30.5 16,4 14 0.009 13.4

Number of T-Cho T4 Pl UN Crea Na K el Ca TP

Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEg/L mEg/L mEg/L my/dL my/dL

Control 12 Mean 62.9 34.9 96.6 17.28 0,447  143.67 4,958 106.5 9,49 6.93

S.D. 18.3 723.9 22.7 1.38 0.035 1.66 0,462 2.0 0.54 1.09

PY53 250 mg/kg 12 Mean 58.3 41.8 92.8 17.65 0.461  143.63 4.648 106.4 9.32 6.70
D, . 22.2 ' . '

PY53 500 mg/kg 12 Mean 55.8 3.3 89.2 17.59 0.463 142,79  4.683 106.3 9.23 6.68
.D. 5. 17.7 1.2 .

PY53 1000 mg/kg 12 Mean 61.7 33.6 96.5 17.36 0.462  143.2 b.626%  106.5 9.2 6.68
0. 5.1 12.5 i .05 ' 1.4

: Significantly different from the control at p= 0.05.




Table 8 Gross findings of male rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

PYS53 (mg/kg)
Item Control 250 500 1000
Number of animals examined ‘ 12 12 12° 12°
Organ : Findings
Cecum : Yellowish green discoloration, contents 0 0 1 12°

Values are number of animals with findings.
a: Includes one animal that failed in copulation.
b: Includes one animal whose mate had no evidence of pregnancy.



Table 9 Absolute and relative organ weights of male rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproduct ive/developmental toxicity screening
test {SR-9984)

.........................................................................................................................................................................................

Body Kidney
Number of weight Brain Heart Liver Right Left Total Spleen
Group animals 9 g % g % g % g % q % 9 % g %
Control 12 Mean 490.8 2.233 0,457 1419 0,297 12.661 2.573 1,628 0.333 1,653 0,338 3.280 0.67 0,738 0.151
S.D. 37.9 0.097 0,032 0,096 0.019 1.8%9 0.224 0.129 0.027 0.153 0.026 0.273 0.05 0,102 0.018

FY53 250 mg/kg 12 Mean 485.1 2.
» . 0

PY53 500 mg/kg 12 Mean 489.0 2.22% 0.458 1.347 0,277 12.405 2.528 1.597 0.326 1.609 0.330 3,206 0.655 0.752
Y - . 0,05

PYS53 1000 mg/kg 12 Mean 489.0 2.195 0.449 1.578 0.283  12.564 2.568 1.525 0.313 1.553 0.318 3.078 0.431 0.733 0.149
S.D 2.9 0.099 0.021 0,091 0.021 0,959 0.067 0.161 0.033 0.143 0.031 0.298 0.059 0.082 0.015
Adrenal Testis
Number of Right Left Total Thymus Right Left Tatal
Group animals m9 107%% ma 107%% g 107%% mg 1073% g % g % 9 %
Control 12 Mean 729.9 6.099 331 6.777 63.0 12,877 315.8  64.640 1.672 543 1,660 0.340 3.3%2 0.682
S.D. 5.5 1.07% 7.0 1.546 11.9 2.501 69.0  14.592 0.107 0.031 0,130 0.029 0,233 0.06

PY53 250 mg/kg 12 Mean 30.

PY53 500 ma/kg 12 Mean 29.2 6.007 31,
. 41

PY53 1000 mg/kg 12 Mean 29.
. A

(to be continued)




Table 9 Absolute and relative organ weights of male rats dosed orally with C.I. Pigment Yellow 53
(PYS3) in the combined repeat dose and reproductive/developmental toxicity screening test
(5R-9984) {continued)

Epididymis
Number of Right Left Total
Group animals q % g % g %
Control 12 Mean 0.646 0,133 0.626 0.128 1,272 0.259
5.0 0.049 0.014 0.038 0.012 0.082 0.024
PY53 250 mg/kg 12 Mean 0.643 0.132 0.615 0.128 1 0.240
S.D. 0.057 0.010 0.069 0.01M 124 0.020
PY53 500 ma/kg 12 Mean 0.634 0,133 0.622 0.128 1.256 0.759
5.D. 0.053 0.018 0.063 0,019 0.113 0,038

PY53 1000 mg/kg 12 Mean 0.630



Table 10 Histopathological findings of male rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and
reproductive/developmental toxicity screening test (SR-9984) '

PY53
Item ; Control 1000 mg/kg
Number of animals examined 12 12°
Organ : Findings Grade
Heart : Myocardial degeneration + 1 3
Kidney : Cast, hyaline + 1 0
Eosinophilic body, proximal tubular epithelium + 1 1
Testis : Atrophy, seminiferous tubule + 1 3?
Epididymis : Cell debris, lumen + 0 1
Granuloma, spermatic + 1 0
Prostate : Cellular infiltration, lymphocyte + 6 4

There were no abnormal findings in the lung, trachea, larynx, tongue, parotid gland, submandibular gland, sublingual gland, esophagus,
forestomach, glandular stomach, duodenum, jejunum, ileum, cecum, colon, rectum, pancreas, liver, thoracic aorta, urinary bladder,
seminal vesicle, coagulating gland, cerebrum, cerebellum, spinal cord, sciatic nerve, spleen, thymus, bone marrow (sternum and femur),
submandibular lymph node, mesenteric lymph node, pituitary gland, thyroid, parathyroid, adrenal, eyeball, Harderian gland, skeletal
muscle, sternum, femur or skin.

Grade: +; slight change.

Values are number of animals with findings.

a: Includes one animal whose mate had no evidence of pregnancy.




Table 11 General appearance of female rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

PY53 (mg/kg)
Item Control 250 500 1000
Findings before gestation period
Number of animals examined 12 12* 12* 12
No abnormal findings 12 11 0 0
Yellowish brown feces 0 0 12 0
Yellow or yellowish brown feces 0 0 0 12
Trauma in the lower eyelid 0 0 1 0
Scab-formation in the lower eyehd 0 0 1 0
Scab-formation in the back 0 1 0 0
Findings during gestation period
Number of animals examined 12 11 11 12°
No abnormal findings 11 11 0 0
Yellowish brown feces 0 0 11 0
Yellow or yellowish brown feces 0 0 0 12
Alopecia in the forelimbs 1 0 0 0
Alopecia in the thoracic region 1 0 0 0
Findings during lactation period
Number of animals examined 12 11 11 11
No abnormal findings 11 11 0 0
Yellowish brown feces 0 0 11 0
Yellow or yellowish brown feces 0 0 0 11
Alopecia in the forelimbs 1 0 0 0
Alopecia in the thoracic region 1 0 0 0
Alopecia in the inguinal region 1 0 0 0

Values are number of ammals with findings.
a: Includes one animal that failed in copulation.
b: Includes one animal that had no evidence of pregnancy.



Table 12 Body weight changes before gestation period of female rats dosed orally with C.I. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9984)
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Number of Body weight {g) on day of administration Day 1-14
Group animals 1 2 5 7 10 14 g %
Control 12 Mean 231.3 233.2 238.8 242.0 249.0 256.8 5.4 11.01
5.D. 16.9 16.0 17.3 16,1 19.0 21.0 10.7 4,642
PYS3 250 mg/kg 12 Mean 2331 233.3 261.5 243,0 251.5 257.8 26,8 10,554
S.D. 13.7 13.1 15.7 15,0 18.1 19.4 8.6 3475
PYS3 500 ma/ka 12 Mean 252.2 233.0 240.9 2449 2494 255.8 23,6 10,148
S.D. 14.6 13.4 17.4 16.2 16.4 18.4 8.8 3.750
PYS53 1000 mg/kg 12 Mean 231.4 2327 261.3 266.3 250.3 258.3 26.8  11.473
5.D. 13,1 14.8 15.4 17.4 19.5 22.0 1.1 £.,373

Body weight gain (%) = (Body weight gain / body weight on day 1) x 100,




Tabte 13 Body weight changes during gestation period of female rats dosed orally with G.1. P\gment Yellow 53 (PY53) in the combined repeat dose
and reproduct ive/developmental toxicity screening test (SR-G984)

Numb:

er of

Group animals

Control

PY53 250 mg/kg

1

------------------------------------------------------------------------------------------------

Body weight gain

Body weight (g) on day of gestation Day 0-20
0 1 3 5 7 10 14 17 20 g ¥
205.8 273.5 288.4 298.2 306.3 323.8 344,3 371.8 422.3 156,5 58,966
20.1 19.6 23.1 21.9 23.9 249 21.0 29.9 33.2 19.4 6.489
759.4 267.9 282.2 291.5 301.8 318.7 338.6 366.9 412.4 153.0  59.246
21.4 21.9 21.5 25.3 24,0 24.5 25.0 26.1 28.7 13.9 6.217

PY53 500 ma/ky

PY53 1000 mg/ke

1

Mean
S.D.

Mean
5.0,

266.0 27119 2855  294.8 3037 3235 6.2 3Th3 k22,6 158.6  60.107
20.5 20.8 21.2 23,k 2.8 271 31.9 33.6 36.1 20.0 5.842

206.7 2735 2853 295.1 303,0 3190 340.9  366.8  415.0 48,
235 25.0 5.2 23,4 271 27,3 25.0 22.8 20.2 12.4 8.124

Budy weight gain (%) = (Body weight

gain / body weight on day 0) x 100.



Table 14 Body weight changes during lactation period of female rats dosed orally
with C.1. Pigment Yellow 53 (PY53) in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9984)

......................................................................................

Body weight (g¢) on Body weight gain
Number of day of lactation Day 0-4

Group animals 0 1 4 q %
Control 12 Mean 305.7 34,4 334.2 28.5 9,568
5.0, 33.8 38.0 31.8 12.2 4,695

PY53 250 mg/kg (A Mean 312.2 27,6 339.1 26,9 8.974
S5.D. 32.5 29 25.8 13.6 4,948

PY53 500 mg/kg 11 Mean 318.1 521.0 365.6 27.5 8. 741
S.D. 5.4 25.9 5.9 8.4 2.899

PY53 1000 my/ke 1 Mean  315.6  320.3 339.1 255 7.826
5.D. 3%.3 32.0 26.7 133 5.147

Body weight gain {%) = (Body weight gain / body weight on day 0) x 100.




Table 15 Food consumptién before gestation period of female rats dosed orally with C.I. Pigment
Yellow 53 (PY53) in the combined repeat dose and reproduct ive/developmental toxicity
screening test (SR-9984)
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Number of Food consumplion {(g/day) on day of adininistration
Group animals 1. 2 5 7 10 14
Control 12 Mean 18.67 19,00 19.39 18.88 18.78 19.88
5.9, 3.28 2.76 1.48 2.00 1,75 1.67

PY53 250 ma/ks 12 Mean 18.75 18.17 19.02 18.67 19.58 19.87
9 . .
PY53 500 ma/kg 12 Mean 18.17 16.92 19.28 18.71 18.24 19.03

PY53 1000 mg/kg 12 Mean 17.47 17.42 19.47 18.75 17.96 19.61



Table 16 Food consumption during gestation period of female rats dosed orally with C.1. Pigment Yellow 53 (PY53)
in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9984)

Number of Food consumption (g/day) on day of gestation
Qroup animals 1 3 5 7 10 14 17 20

PY53 250 mg/ky 11 Mean 16.55 23.59 23,95 25.50 26,08 26.
.D. . ) 32 3
PY53 500 mg/kg A Mean 16.18  23.25  24.00 24,73 26,06 26,06 25.29 25.27

PY52 1000 me/kg 11 Mean 16.82 22.82 23,86 24,32 25.48 25.35 24.72 24.12




Table 17 Food consumption during lactation period of female rats dosed orally
with C.1. Pigment Yellow 53 (PY53) in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9984)
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Food consumpt ion (g/day)

Number of on davy of lactation
Group animals 1 4

Control 12 - Mean 24,75 41,86

PYS3 250 me/ke 11 Mean 25.55 4117
7

PY53 500 mg/kg 11 Mean 26.55 41.03
51

PY53 1000 my/kg 1 Mean 23.45 38.12
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Table 18 Hematological findings of female rats dosed orally with C.I.. Pigment Yellow 53 (PY53) in the combined
repeat dose and reproduct ive/developmental toxicity screening test (SR-9984)

’ Number of RBC Ht Hb Mey MCH MCHC WBC Platslet
Group animals 10%/uL % g/dl fL ng g/dl 0%l 0%/l
Controt ) Mean 700.3 39,97 13.80 57.03 19.70 34,52 128.2 104,93

3.0, 26.5 2.15 0.77 1,37 0.47 0.4 17.2 7.51
PYS3 250 ma/kg ) Mean 682.5 39,88 14.02 58.42 20.53%% 35,18 126.2 123,67
S.D. 20.6 2.15 0.56 1.98 0.48 0.80 19.4 13.98
PYS3 500 mg/ky b Mean 692.7 40,35 13,85 58.23 20,02 24,32 119,35 104,55
S.D. 31.0 Z2.14 0.58 0.98 0.28 0.58 20.4 14.86

PY53 1000 mg/kg 6 Mean 716.5  40.60 15.93 56.73 19.45 34,33 135.3 111,07

Ret icu- Meutrophil
Number of locyte PT APTT Stah  Seg~ Eosino- Lympho-

Group animals %o sec sec form  mented  phil Basophil Monocyte cyte Others
Control 6 Mean 60.0 16,40 21,27 2.2 17.3 0.8 0.0 0.3 9.3 0.0
S.D. 13.0 0.52 2.10 1.3 5.6 0.8 0.0 0.5 7.0 0.0

PY53 250 mg/kg 6 Mean 63.8 16.03 21,22 1.5 19.8 0.3 0.0 0.8 77.5 0.0
5.D. 15.8 0,43 0.88 1.2 3.5 0.5 0.0 0.4 £,2 0.0
PY53 500 ma/kg 6 Mean 65.8 16.12 20,05 1.5 18.3 1.2 0.2 1.2 7.7 0.0
‘ S.D. 16.7 0,73 1,43 1.4 7.7 0.4 0.4 1.2 7.9 0.0
PY53 1000 my/kg 6 Mean 61.5 16.22 20,72 1.5 22.8 6.2 0.0 1.2 74,3 0.0
S5.D. 8 0.87 1.02 1.0 3.4 0.4 0.0 0.8 3,3 0.0

¥; Significantly different from the control at p=
*%: Significantly different from the control at p <= 0.




Table 19 Biochemical findings of female rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproduct ive/developmental toxicity screening
test (SR-9984)
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Protein fraction (%)

: Number of TP A/G Globylin 60T GPT ALP ChE ¥ -GTP T-Bil  Glucose
Group animals g/dL ratioc  Albumin @ Q2 B Y UL TU/L /L /L /L mg/dL mg/dL
Control 6 Mean 5.57 1.077 51.88 22.47 9,35 13,85 2.45 86.8 50.7 162.5 52,7 0.65 0.070 120.2

S.D. 0.23 0,066 1.59 0.92 0.63 0,86 0.68 10.5 10.1 78.4 28.2 0.19 0,011 12.1
PY53 250 mg/kg 6 Mean 5.68 1,105 52.52 25,33 8.47 13.23 2.45 1.7 45.0 145.3 257.2% 0.65 0.067 8.7
S.D. 0.33 0.076 1.76 1.15 1.4k 0.66 0.80 1.3 5.6 66.5 4.5 0,08 0.027 13.7
PY53 500 mg/kg b Mean 5.53 1.077 51.87 22.70 9.03 14,05 2.35 76.7 3 163.0 299.0 0.70 0.068 130.5
S.D. 0,31 0.100 K} 1.30 0.9 0.9% 0.40 13.4 10,5 54,2 53.0 0 0.010 10.9
PY53 1000 mg/kg 6 Mean 5.70 1,140 53.30 22,30 8.38 13,63 2.58 72.3 6.0 118.8 290.8 0.48 0.065 133.3
§.D 0.27 0.087 1.89 1.50 0,44 1,08 0.60 5.9 5.3 29.1 67.6 0.19 0.014 13.2
Number of T-Cho 16 PL UN Crea Na K cl Ca IP
Group animals mg/dL mg/dl mg/dL mg/dL mg/dL. mEq/L mEa/L mEg/L mg/dL mg/dl
Control 6 Mean 55.8  50.5 113.3 20.87 0.517 141,92 4,697 106.5 7.05
S.D. 1.4 23.0 14.3 2.5 0.074 0.282 2.9 0.15 0.56
PY53 250 ma/kg 6 Mean 58.7 55.3 115.7 20.85 0,503  141.25 £.912 105,7 9,37 6.93
S.D. 9.9 25.5 21.0 4,39 0.039 0.94 0.225 1.8 0,37 0.49
PY53 500 mg/ke 6 Mean 63,7 56.2 120.2 20.50 0,535  140.00% 5,007 106.0 9,23 6,45
. S.D. 10.7 204 16.2 2.16 0. 055 1.14 0.253 1.3 0.27 0.47
PY53 1000 ma/kg ) Mean 57.2 63.8 115.7 20,00 0.517 141,33 4,768 106.3 9.27 6.82
5.0 10.9 9.7 15.3 2.60 0.050 17 0.140 1.5 0.19 0.84

%: Significantly different from the control at p== 0.05,



Table 20 Gross findings of female rats dosed orally with C.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/
developmental toxicity screening test (SR-9984)

PY53 (mg/kg)
Item Control 250 500 1000
Number of animals examined 12 12* 12* 12°
Organ : Findings
Stomach : Yellow discoloration, contents 0 0 0 1°
Cecum : Yellow discoloration, contents 0 0 0 1°
Yellowish green discoloration, contents 0 0 4 8
Kidney : Dilatation, renal pelvis, unilateral 1 0 0 0
Uterus : Retention, yellowish white fluid 0 0 0 1°
Vagina : Atresia 0 0 0 1°
Retention, yellowish white fluid 0 0 0 1°
Skin : Alopecia I 0 0 0

Values are number of animals with findings.

a: Includes one animal that failed in copulation.

b: Includes one animal that had no evidence of pregnancy.
c¢: The animal that had no evidence of pregnancy.




Table 21 Absolute and relative organ weights of female rats dosed orally with ¢.I. Pigment Yellow 53 (PY53) in the combined repeat dose and reproductive/developmental toxicity
screening test (SR-9984)
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Body Kidney
Number of veight Brain Heart Liver Right Left Total Spleen
Group animals ' g g A g % g % g % g % g % g %
Control 12 Mean 306.9 2.037 0.669 0.983 0.320 10,278 3.350 1,090 0.35% 1,090 0,357 2.180 0.712 0,699 0.228
5.D. 30.4 0.069 0.055 0,069 0.015 1.182 0,258 0.148 0,046 0,164 0.049 0,309 0,093 0,087 0.027

PY53 250 my/ky 1 Mean 307.0 2.046 0.670 0.974 0.3177 10.

PY53 500 mg/kg 1 Mean 3145 2.046 0.655 0.983

PY53 1000 mg/ky 11 Mean 308.3 2.032 0.663 0.951 0.307  10.211 3,325 1.044 0.340 1.035 0,337 2.081 0.677 0.705 0

S.D 28.5 0.073 0.052 0.099 0.017 0.658 0.19 0.079 0.026 (102 @ 0.175 0,047 0,144 0.045

Adrenal Qvary
Number of Right Left Total Thymus Right Left Total

Group animals ng 107%% mg 1073y mg 107%% ng 107%% g 1073 mg 10724 ng 10°%
Control 12 kMean. 39.8  13.049 0.5 13174 80.1 26.223 40,6  77.682 53.8  17.624 50.4 16,452 104.2 34,073

S.D. .7 1.501 5.7 1.849 10.1 3,356 82.1 22.760 7.9 2.854 8.7 2.432 10.0 3,107 ‘
PY53 250 mg/ky 11 Mean 6.6 11,845 40,0 13.009 76,6 24.85% 2575 77.607 55.7  18.220 51.0 16.676 106.7  34.89

S.D. 6.1 1,756 5.7 1,286 11.3 2.888 52.6  17.023 7.8 2.595 9.2 3155 13.4 4,429
PY53 500 mg/ka 1 Mean 35>.9 11.424% 31 11,786 75.0 23,209 5.6 80.983 56,5  17.935 54,6  17.345 111.2  35.280

S.D. 5.1 1.431 6.4 1,804 1.3 327 76,8 23,483 8.7 2,042 8.2 1,963 14.5 2,937
PY53 1000 mg/kg " Mean 5.5 11.550 38.0 12.368 73.5 23918 239,46 77187 51,3  16.651 5.4 16,772 102,6  33.422

S.D. 3.9 1,288 4,2 1,348 7.5 2.470 51.8  12.733% 5.9 1,404 5.6 2.204 8.0 2.837

#: Significantly different from the control at p = 0,05,



Table 22 Histopathological findings of female rats dosed orally with C.1. Rigment Yellow 53 (PY53) in the combined repeat dose
and reproductive/developmental toxicity screening test (SR-9984)

PY53
Item Control 1000 mg/kg
Number of animals examined 12 128
Organ : Findings Grade
Tongue : Erosion + 3 1
Liver : Necrosis, focal + 1 0
Kidney : Cyst <> 1 0
Dilatation, renal pelvis + 1 0
Dilatation, tubule + 1 0
Fibrosis, focal + 1 0
Mineralization, cortico-medullary junction + 1 3?
Uterus : Inflammation, uterine horn + 0 1°
Granuloma, uterine cervix + 1 0
Vagina : Atresia <> 0 1°
Thymus : Atrophy + 1 0
Skin : Atrophy, hair follicle + 1 0
Mammary gland : Inflammation ++ 1 0

There were no abnormal findings in the lung, trachea, larynx, parotid gland, submandibular gland, sublingual gland, esophagus,
forestomach, glandular stomach, duodenum, jejunum, ileum, cecum, colomn, rectum, pancreas, heart, thoracic aorta, urinary bladder,
ovary, cerebrum, cerebellum, spinal cord, sciatic nerve, spleen, bone marrow (sternum and femur), submandibular lymph node,
mesenteric lymph node, pituitary gland, thyroid, parathyroid, adrenal, eyeball, Harderian gland, skeletal muscle, sternum or femur.
Grade: +; slight change, ++; moderate change, <+>; presence in "presence or not" basis.

Values are number of animals with findings.

a: Includes one animal that had no evidence of pregnancy.

b: The animal that had no evidence of pregnancy.




Table 23 Reproductive performance in parental rats dosed orally with C.I. Pigment Yellow 53 (PY 53) in the combined repeat dose and

reproductive/developmental toxicity screening test (SR-9984)

Estrous cycle Copulation index Fertility Gestation Nursing
Normality Male Female index index Gestation  index
Incidence Length Incidence Incidence Incidence Incidence length Incidence
Group (%) (days)® ") ) ) (%) (days)® (%)
Control 12/12 4.06 12/12 12/12 12/12 12/12 22.7 12/12
(100) 0.20 (100) (100) (100) (100) 0.5 (100)
PY53 250 mg/kg 11/12 4.06 11/12 11/12 11/11 11/11 22.5 11/11
91.7) 0.21 (91.7) (91.7) (100) (100) 0.5 (100)
PY53 500 mg/keg 11/12 4.06 11/12 11/12 11/11 11/11 22.5 11/11
L7 021 (91.7) 91.7) (100) (100) 0.5 (100)
PY53 1000 mg/kg 12/12 4.08 12/12 12/12 11/12 11/11 22.5 11/11
(100) 0.14 (100) (100) (91.7) (100) 0.5 (100)

Normal estrous cycle = (Number of females with normal estrous cycle / number of females examined) x 100.

Copulation index = (Number of animals with successful copulation / number of animals mated) x 100.
Fertility index = (Number of pregnant females / number of females with successful copulation) x 100.
Gestation index = (Number of females with live pups delivery / number of pregnant females) x 100.

Nursing index = (Number of females mirsing live pups on lactation day 4 / number of females with live pups delivery) x 100.

a: Values are means and S.D.



Table 24 Pregnancy and litter data of rats dosed orally with C.I. Pigment Yellow 53 (PY 53) in the combined repeat dose and repreductive/developmental toxicity screening test

(SR-9984)
Number of Number of Number of Implanta- Number Lactation day 0 Lactation day 4
pregnant corpora implanta-  tion Delivery of pups Number of Livebirth ~ Number of  Viability
Group animals lutea tion sites index (%) mndex (%) delivered Sex ratio live pups index (%)  live pups index (%)
Pup data
Control 12 Mean 17.3 15.3 . 89.227 96.728 14.8 0.508 14.8 99.359 14.5 98.328
S.D. 2.1 1.1 8.553 4.455 1.3 0.122 1.4 2.220 14 3.030
PY53 250 mg/kg 11 Mean 18.1 15.8 88.032 90.476 14.3 0.543 143 100.000 143 100.000
S.D. 1.9 1.4 9.451 6.496 1.2 0.147 1.2 0.000 1.2 0.000
PY53 500 mg/kg 11 Mean 17.8 153 86.441 94.961 14.5 0.529 14.0 96.816 14.0 100.000
S.D. 2.4 1.8 10.069 5.182 1.4 0.174 1.6 4.626 1.6 0.000
PY53 1000 mg/kg 11 Mean 18.1 15.0 82.761 92.451 14.1 0.472 13.9 98.897 13.5 97.526
S.D. 2.1 2.3 8.361 13.040 33 0.141 3.1 2.455 3.1 4.695

Implantation index = (Number of implantation sites / number of corpora lutea) x 100.

Delivery index = (Number of pups born / number of implantation sites) x 100.
Sex ratio = Number of male pups bomn / number of pups born.

Live birth index = (Number of live pups on lactation day 0 / number of pups born) x 100.

Viability index on lactation day 4 = (Number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.
*: Significantly different from the control at p=0.05.




Table 25 General appearance of pups in the combined repeat dose and reproductive/developmental toxicity screening test of C.I. Pigment Yellow 53 (PY 53) in rats

(SR-9984)
Male Female
PY 53 (mg/kg) PY 53 (mg/kg)
Item Control 250 500 1000 Control 250 500 1000
Number of pups examined 90 85 84 76 88 72 75 79
Findings of dead or missing pups
Number of pups found dead on lactation day 0 0 0 2 2 1 0 3 0
Death - - 2 2 1 - 3 -
" Number of pups found dead or missing during lactation days 1-4 2 0 0 3 1 0 0 1
Death 1 - - 3 1 - - 1
Missing 1 - - 0 0 - - 0
Scab-formation in the left forelimb 0 - - 1 0 - - 0
Findings of surviving pups
Number of pups alive through lactation days 0-4 88 85 82 71 86 72 72 78
No abnormal findings 88 85 82 71 86 72 71 78
Trauma in the abdominal region 0 0 0 0 0 0 1 0

Values are number of animals with findings.
-: Blank.



Table 26 Body weight changes of pups in the combined repeat dose and reproductive/developmental toxicity screening test of C.I. Pigment Yellow 53
(PY53) in rats (SR-9984)

--------------------------------------------------------------------------------------------------------------------------------------------------

Male Female
Body weight (¢) on _Body weight gain Body weight (g) on _Body weight gain
Number of day_of lactation Day 0-4 day of lactation Day 0-4

Group Litters 0 1 4 g % 0 1 4 g %
Control 12 Mean 7.08 7.62 11,08 £,01  56.476 6.62 7.21 10,49 3,88  %8.3%2
5.D. 0.77 0.95 43 0.75 6.835 0.74 0.92 1.41 0.74 7.099

PYS3 250 ing/kg 11 Mean 7.05 7.73 11,12 4,07 58,275 6.72 7.39 10.65 3,93 58,757
§5.D. 0.76 0.81 0.92 0.2 6.370 0.72 0.82 0.99 0.38 5.604

PY53 500 mg/ke 1" Mean 7.13 7.86 11.57 4,45 61,979 6.65 7.31 10,78 4,16 61.859
S.D. 0.73 0.91 1.59 0.95 8.716 0.75 0.9 1.54 86 7.677

PY53 1000 me/kg 1 Mean 6.83 7.49 10.96 4.1 60.811 6.47 7.08 10.25 3,78 5B.45S
5.D. 0.77 0.86 1.42 0.93 13,242 0.67 0.77 1.24 0.75  10.665

Body weight gain (%) = (Body weight gain / body weight on day 0) x 100.




Table 27 Gross findings of pups in the combined repeat dose and reproductive/developmental toxicity screening test of C.1. Pigment Yellow 53 (PY53) in rats

(SR-9984)
Male Female
: PY53 (mg/kg) PY53 (mg/kg)
Item Control 250 500 1000 Control 250 500 1000
Findings of dead pups at birth
Number of animals examined 0 0 2 2 1 0 3 0

Organ : Findings®
Findings of dead pups after birth

Number of animals examined 1 0 0 3 1 0 0 1
Organ : Findings
External : Scab 0 - - 1 0 - - 0

Findings of pups killed on day 4 of lactation

Number of animals examined 88 85 82 71 86 72 72 78
Organ : Findings
Liver : Yellowish white region (1 0 0 1 0 1 0
External : Trauma 0 0 0 0 0 0 1 0

Values are number of animals with findings.
-2 Blank value.
a: There were no abnormal findings in all the organs and tissue.
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